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o 

[0 0 0 1] 
[0 0 0 2] 

is-v-mw&jEftmwmi (prk) , v-v-nwmmtiMs 

^ ; LAS I K) > A«l#«4:ifOAfl#«atwtt, ftK»ft*««l>f$*t&^» 

r>ro?i&at-*v*r^^iR^*iaa$^*^*^aaw^*iife$tL"rv»*v^ 



tBiE# 2003-3098396 



&m 2002-318881 A ^- v : 2/ 



[0 0 0 3] 

— ^> h**^ ^(somatostatin)!;^ jSft*^"*>iflftOH^ (somatotrop 
in release inhibiting factor ; SRIF) It, 1 9 7 3^i:HSW^i 
$tL^y^KfcL-C^,aj$ttfc 0 S^Et-e^ 5«W/*>f "f<OW\*9 
f->^##^m$ttT^l9> WilSSTRl, S S T R 2 > SSTR3, 
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t V7fx^f> \±*£$m k is r , nm^k, WB&h & 

[0 0 0 5] 

r (octreotide) It^^^y^Mm^mmtLX-ni^ti-X^^o *r<Dfa 

7>l/t^O' (1 anreot ide) W x. I*, #3r^$£ 2 #io ) 
AN- 2 3 8 #fP^m3#BBo ) > 

PTR-3 1 7 3 #S^m4#fls 0 ) % 

SSTR2, SSTR3Km.m&*%?2>7*>B&fc (0Ux-tf. #fr^fc#:5# 

Jffio ) > 
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[0 0 0 6] 

X^X^Asn-Phe-Phe-Trp-Lys-Thr-Phe-X^er-X 4 
[0 0 0 7] 

[X 1 tiAsp-Arg-Met-Pro-Cys, Arg-Met-Pro-Cys, Met-Pro-Cys, Pro-Cyst fzit 
Cys&, x2»±Arg£fctiLysfc. X 3 tfSer* fcttlhr*. X 4 ^Cys-Lys4 fct±C 

SnR8#jRo ) , 

[0 0 0 8] 
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tHlE# 2003-3098396 




[0 0 11] 
[0 0 12] 

[lb 4] 




[0 0 13] 
[0 0 14] 



tBIE# 2003-3098396 



[it 5] 



mm 2002-318881 ^ *J 5/ 




NHa 



[0 0 15] 

CsSf, Rll(±, Any>f^ yr;S, *>M**->ak (Ci-C 6 ) T;v* 
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2#HSo ) , 

[0 0 16] 
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[0 0 17] 

& ^y-7hx^f>7^> (m x. (f , 1 3 #bs 0 ) ^ 

IKAlf, 5-^7-vV-2 ( (2- (f;vx>-4-x;V7*^;V) -1,2 
, 3, 4 -r- h 5t Kn->f V^y >-3 -*^*f— -75/] 
>SM tKj:^SSTR2 KffUB-f* V"7h^^f>7^> (00 

x.tf> #fftf 1 4#bs 0 ) , 
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8#JSo ) > 

X-tf> 1 9#BSo ) x 

[0 0 2 2] 
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0flx.HT, Phe-v^n (C y s -D-T r p -L y s -C y s) -Thr-N 
H2^tLSSSTR17^> Wilf, #^m2 1#HS e ) 

[0 0 2 4] 

Hfc l o ] 
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[0 0 2 6] 



miE# 2003-3098396 



#M 2002-318881 4fc ^~ v : 9/ 



Ut 1 1 1 




CH 2 -NH— Cys-Tyr-D-Trp-Lys-Thr-Cys-D-Tyr — NH 2 



[0 0 2 7] 

R 1 {±C i -C 4 T;V^K T^W^-^^^^r^-t] -CTFStL^V^ 
[0 0 2 8] 

Mbi 2] 



[0 0 2 9] 
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[0 0 3 2] 

Uti 4] 




[0 0 3 3] 

fl!lx.f^ v^n [Tyr-D-Trp-Lys-Val-Phe (4- (3 - 
Ry7i-^) >f5y7-M -Gly] ^i:T^$^t^^'J 7^ 

x**>mwfc w*.&* &w$M2 8#hs 0 ) „ 

fle #11^2 9#hb 0 ) x 

3 0 #JH 0 ) > £ J: 

whx^f vgw-ffcKfs^ tt, Naf ;v *i£Wrf & p - * frtf } ) >W 

m& m*.n. m&xm3 i#m. ) 

[0 0 3 4] 

ftKfc*5v»Tl±, AMI: y 7 h ^ «4 1 ^ ; t 
^IK-T^II-^ (ophthalmic branch) t A^^^J^frw^^ U A 
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mw&Mi o] 

2001-519811 

mwotti i] 
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0 0 2 -3 4 9 8^^ 
1 4 ] 

^:®#itaiM<Zr^^2 0 0 2/9112 5^WSB# 
[fSttl 5] 
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1 6 3 

SI^<2rM^ 2002/10192 ^> 7 V y h 

999/6440 lf^>7l/7 h 
[t^tl 8] 

S^<2rra^2 0 0 1/8 5 7 1 8^>7Vy h 

1 9 ] 

001/4419 lf^>7U7 h 
[#^^2 0] 

t^e^ki 6 3 8 7 9 3 2 ^mmm 

[#^E2 1] 

SIHKkHiil 2 0 0 0/7 5 1 8 6^-/n°>-7 W h 
MMfcfclK 2 2 ] 

^U#^6 1 2 7 3 4 3-f-M# 
[#M2 3] 

#^2 002-52346 5-^<&$& 

2 4] 

mmteWIM 2000/10589 7 V y Y 

mwjcm2 5] 

mm&mm 9 9 9/2 273 5^>7v-; h 

[#fF^cm2 6] 

#^ 2001-502712 -t<2r# 
[#ft^ifc2 7] 

#^2 001-52579 3^# 
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M*HvfclR2 8] 

#^ 2002-518409 ^-£r# 
MttfcfcfU 9] 

001-52758 0-^&$S 
[#I*:£fifc3 0] 

#12 0 0 2-8 0 4 3 9 -t£r$& 
[#1*:»3 1] 

#^ 2002-51750 0-^-^ 
[0 0 3 6] 

mmttm 1 ] 

*V $^n^ (Mori, Mikiro) > $12£, ~o.-n-iM .i^x V 
?-X (Neuroscience Letters) , 1 9 9 7^, 2 2 3t, 3^-, p. 185- 
1 8 8 

\tmff±m 2 ] 

7x'J-n jca. -. (Ferriero M. D.) , tf&2£, -f-f 
vf*"s9fy :/ W > ■f- (Developmental Brain Research) ,199 

4^, 8 0t, p. 13-18 

3] . 

V- -x*. (Lee S. H.) , 4fe2£, n;v*7 (Cornea) 

, 1 9 9 6^, 1 5t, p. 235-239 
[0 0 3 7] 

is-y-jmfciEftmofflB (prk) , v-*?-ftm$jmffi>mm 

* ; LAS IK) , ^JR^«*^oAJR#Wm*^OAJIiftl«««fe<5:T^x K9 
[0 0 3 8] 
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[0 0 3 9] 
[0 0 4 0] 

yvb^^f>^^ilt LT^^tL-CV^^-^ K (octreotide) 

, #§FP2-2 8 9 5 9 9-§-<&# ttttBflHfcfclK 2 ) lz%SM<D ? > U * 9 4 K ( 
lanreotide) fcfc'O** F> #^2000-50205 (HiflB 

#mdti§fc3) Kffi^>fflx.tfAN-2 3 8ft^V7 hX^f 
h\ #^2 002-51833 9^<2r^ (IWietflW&tt 4 ) KIBttOflljLUrp T 
R-3 1 7 3&^±il5jtftV7 b^^VgHftflc, #HS 2000-22647 
3-^<2r# (tttB#iraR5) KH^OTS #^2 0 0 0- 1 9 1 6 1 
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5-5§-£r$& mi2#fP«6) ^fB«05Sr#KT 5 >^«fls #W¥ 1 1-209 
3 5 6-^<2r^ mU&W?-$M7) Kti&omGmiK&to. Ifrffi^l 0-1745 

8 7^<&m (mmwxms) Kmm<o^y^ k«, ^2001-51889 

5-5|-<2r#& (mmW3M9) . #^2 0 0 1 -5 1 9 8 1 (fifB#^ 
fl 0) ££^#^2 0 0 1 - 5 1 9 8 1 2^<Zr# (ffiSB^M^IU 1) t'SBtt 
oyvh^^fvm ^2001-11476 l-^<Zr# (ffifBWBfcfclR 1 
2) , #W2 0 0 2 -3 4 9 8^-<Zr# (1MB4W:fcfU 3) . ^StfttffiBC^rHi 
^2 0 0 2/9 1 1 2 5^«B# (WKIttfcfclRl 4) > *S4$lttttS(£tn# 2 
0 0 2/9 1 0 9 0-^TO# miB^rP^Cmi 5) , *H#^ 6 3 8 7 9 3 2 

mtmw^cm2 o) , s^&@gii9 9/2 273 5^^7v? > ( 

ffiSB#W\fcfifc2 5) , #^2 001-50271 2^r$M mffl$$rXM2 6 ) 

KSBfW>W h**^T=f-* K i^UlO 2/1019 2^>7l/? 
h (Hffffi#^mi6) fei«^0 0/1 0 5 8 9f^r/7V7 h Chu 
12^12 4) i:flB«WWh^^f>7tn^ 9 9/6 4 4 0 

it/^7i/7f (tffffi#^mi 7) \,zmm.<o4 ^mmfa. mm<&m 

f0 1/8 5 7 1 8f^>7l/-;b (mrfB#l^mi 8) fcSB*W>fc ^> W > 
SHWfc, MWSf&BflO 1/4419 1^>7V? h (miB#llF^l 9) KfB 
l04-7^H^Vy>iift, SEB&H$0 0/7 5 1 8 6^7V? h 

(tMna#« s *«2 1) tiai^ssTRiT^f, *a#«p*6 12734 

3 -S§-U3*ffl# (ItflS^^m 2 2 ) fclBftOS^tt S S T R 4 JS^fEffl ft 

rtfcf&^/B&^l-fl^^ #^2 002-52346 5^&« (Htrfa#it:£iiK 

2 3) Kffif^^V K-feV TWrYxmsTzt—X K #^2 0 0 1 - 5 2 
5 7 9 3-^2r$fc (fiTSB^Bfcfcfl^ 7) i:ffi«OV7>^^f>0^iH^ 3#ic 
2002-51840 (frffiifctfcfcflR 2 8) fcfB*<W>f W 

#^2 001-52758 O-^fll (mTlS#ff : ^2 9) IB 

m<D^)v=rv >mm&s #12002-8043 %^m. mmmn-xmz 0 ) 

£!BfcOlf7:t— /WfrfrBk *5<ty f #^2 002-51750 0^# (tfflB# 

rp^:m3 1) icfBmoyff-^^^^^^^^w^tL^o 

[0 0 4 1] 
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*%w<7)mmte, m%M%d (Mz-ixtv, 7-^, **m^ ?v> ? 

LAS I K&<D&TLtzMWk&M®Gi(Dtzii><Dtemmt LT. W±3Jgl*n:i; 
[0 0 4 2] 

[0 0 4 3] 

*»Wft^«:**1-*Ei6^>»«^«fcLrt±, «»h 
[0 0 4 4] 
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o*y-fe;vo«fc, Mm&^-T4 ywf*^ mnmjmij-f^^, ncmmm 

[0 0 4 5] 
[0 0 4 6] 

[0 0 4 7] 

«*.i«*9Hfc*j (Mth'^A, atffcay**, 

. mwtmmm. ^^mmmm, Rmmmm, ?*.>wm 

y u * s >m.mmwi, ^yn>7 5;*yn >m^s«^ 

. septal (M«m7xm^>';^A, *-*«aH-M;*A, xfhtti^^A 
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[0 0 4 8] 

■TfUfX < , #5frfk9J*±, ilHr. 2 2 9^3 4 3mOsm^^J: 

*<J0. 5~&5. 0w/v%«r^ijn"t*o ifex ««f#J»i»0. 0 1 ~I*J 2 
. 0 w/ v %*IJg> ii^Jfi^ 0 . 0 1 -ffi 1 . Ow/v %@Jg. ^5fe<k»Jt±jKj 
0. 0 0 1-1)1. Ow/v -5 fcSgJn-t&o pHpS£S«Jt±> 

«U If pHI^)3^9, L<t±^4~^8^^^J;^lc^Un-r*o 

TRti&O. 0 0 0 5w/v%, &0. 0 0 1w/v%, iftO. 0 0 5w/v% 
-C&*K ±ffi»±ftl. 0w/v%, J&0. 5w/v%. ifoO. lw/v%, &0 
. 0 5w/v%, mo. 01w/v%i:ll$tL^ o 
[0 0 4 9] 

ffl"t&^^»±, #)xJ£v^ h**^>i&0. 0 lw/v%^lit^MI^, 
1 lift 2 0-&J5 0 fi L, 1 B^cm^BR-t^O^iv^ 
[0 0 5 0] 

UPAC— IUB Commission on Biochemical Nomenclature K X &H§-^-&&v* 
DN A : 

cDNA :fflIWft^y'JW 
DN a s e : 7***c ~> V * UT- t? 

a : tt ? -> 
t : f - < > 
G : ^r-> 
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C : vfy> 

rn a : v#mm. 



mRNA 




G 1 y : 


^y 


Ala : 




V a 1 : 




S e r : 




T h r : 




C y s : 




Me t : 




Asp : 




L y s 


: y v> 


A r g 


: t)vj?-> 


P h e 




T y r 


: v> 


Tr p 


: hyyb7T> 


Pro 


: -7*n y > 


A s n 





Me 

[0 0 5 1] 
[0 0 5 2] 

i) 

[0 0 5 3] 
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2) SOfc&i* 

M2. 0 kg^B^fi-feS^fc-fe^ *-Mxylazine) : ^ 
>) = 0. 5 I 1 0&^?££S5|23F«3&|* (0. 9mL/kg) U 
JfeL£ 0 £M«fck-C'M**«lE&, MRfc=X#«»*aaRL:fco TRIzol Reage 
nt (GIBCO BRLf±i!0 ^fflv^AGPCftlUO, il«*6RNAtjWJUo 
8bffi?£tf)£:RNA^ibDN a s eMCi ^y/ADNA^^* Ifeli SuperS 
cripit II (GIBCO BRI^fiJtffl^T^Sg^RSSr^f^oTto mmRB**)'® 
htltz c DNAiti&tiPlatinum Taq DNA polymerase (GIBCO BRLtt) 

^f-Vf:##SSTR2itf5T-#^7 p 7'f^- (E?!)*^ : 1) tSSTR4 

[0 0 5 4] 

1^1) 







^-f?— (5'-3') 






SSTR2 


TGG CCG TCT TCA TTT TCT GCT 
CGC CGC TCA CTT TGA CCA AG 

vg&mn : 1 ) 


1. 5 idM MsC1 ; . pH 8. 4 
95*C(30#). 58*0 <1#), 72t:(l#) 
35 tf"f 9)V 


SSTR4 


GTG GGC AAG ATG CGC GCT GTG 
AAT GGG GTT GGC GCA GCT GTT 

<m&mn : 2 ) 


1. 5 m MgCl* pH 10 

95T: (30 f». 58^ ( 1 $». ?2 C C<1 

35 it-f 



[0 0 5 5] 

3) gttg$S£ 

*^«3&fcHX#&fifffc:i3»t* SSTR2i3«fcl7 f S STR4f/^^^RT 
-PCRfti:i Offi^LfciJS*, SSTR2*5J:O f SSTR4 *> ICftSsW* 
btitzo (HI) o 
[0 0 5 6] 

UMM2. ^*^=Xtt«»iWft»c*»t*tte**#»ia*f^ffl (InvitroU 

10 

1 ) ^fflift^ 
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[0 0 5 7] 

2) 

SUfcfcli. V7h^^f > (CALBI0CHEM1±M, Lot B33795), fl^J&SHi 1 ( 
Nerve Growth Factor ; N G F - 7 S , Sigmattfi) Lfco tttMfcKliy 

>HM (PBS) C10 0//M VTb^^f^ 2 0/ig/mL NGF 

[0 0 5 8] 

3) 

E.XW&m&^^mteChanbcom^ (Kuan Y. Chan and Richard H. Haschke. 
Exp. Eye Res. 41: 687-699, 1985) K^oTfrofco -f^fr"^ x.—r)Vtim 

Lfco *fflJ&$:li 1 i ^£>£ 9 i& 3 0 0 0 « £: U t&&tkftl* 5 % CO 
2 , 9 5%£&ft»T\ 3 7ttt;:o t^»(i 5 %-fr^JfiLVt (Fetal ca 
If serum; FCS) 3<Of jE^-^;«/F- 1 2 (Dulbecc 
o' s Modified Eagle' s Medium/Nutrient Mixture F-12 : DMEM/F - 
1 2) lff*«[t?2 ickT<0 5&K : 

(1) FCSi»MEM/F-12^SI 

(2) FCSiiilDMEM/F-1 2^S[(Cft^jftj£l iC £ Mfc <fc 9 V*^ 

(3) FCS«#DDMEM/F-1 2i§*jSH*j^iftJKl 0 ^Mh^S £ 9 V 

(4) FCS^JPDMEM/F-1 2*&*f£fc*&«J£l// g/mL^^J;9 
NGFiiO 

(5) FCSttDMEM/F-1 2^#Ii:VYh^^fVi3iO f NGF5:^ 
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[0 0 5 9] 

4) gttft&ffe 

[S4(i^-9-^ r HX#^B»*ffl^7t^^^LTV^ 0 H2 4" (A) f±FC 
S«sinDMEM/F-l 2&mWLLXt&mLfz=XftmMMZ, (B) liFC 
SiiJDDMEM/F-1 2§«^:fMJtVMt^^.i J }V , 7>X^f> 
£»LTit*L£H3^raJ&£> (C) JiF C S«JnDMEM/F- l 2 

mmi&*. (D) liFCSiJQDMEM/F-l 2^flCfMIl// g/m 
L J: 9 N G Fiin Ltf «L^;=Xtti»^. (E) ttFCS»M 
EM/F- 1 2JtHKV7|< il>*NGF«r-ett-rtt^$!-^El//M 

F C S tejgiJPJ§«^-Cl§* L£#^&*>r^&#0^^Jft^*>> h iXtz ( 
A) o lja M V7 h X ^ f Viiff^Siitii (A) KJfclfcU 

£ ft (B) , 10/iMV7>^^f >^n#<0^^fflmt? ft 
^#a^^1-«^#<lim$tt^ (C) o NGFi» (D) tNGFtVT 

Yxff-yimWKffljaLizm (e) o^MK^-ck, fcs^jdw ( 
a) KitmLx^ m^^nmam<onmmmwm^m^mim^hfLfzo 

[0 0 6 0] 

fAjsms. ^^^nmnmmm^nm^mmmt (in vivo sow 
i) mmm® 

[0 0 6 1] 

2) 

jOHUfttVvb^^f/' (CALBIOCHEMttM, Lot B33795) , flUgJ&RB^ 
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(Nerve growth factor ; N G F - 7 S , SigmattM) Ltz 0 f*B*&R*±, & 

Mtb'^A 0. 9g 

V ^2**?- h l J • 2tK^Q^ 0. lg 
TkM^bV^ jg* (pH7. 0) 

'&Mmm i g7k ^ioomL 

[0 0 6 2] 

3) mk-jite 

fl&fcrtfclt (0. 9mL/kg) U ^#Jft*«r*»Lfco AflHSrllS 6 mm<D 
hwr/tiiU *OJ:tfcl 8 0JgO^J8l£RI£W*IL&^<b8. 0^n> 
t fc 0 KSfeW* « v> l±2£8J UWh^^fv 

(10 0//M, 0. 0 2%) iSi^NGFM (2 0^g/ml, 0. 0 0 
2%) ) £ 5 0 M Lfo, 4 0/ 1 H J&IR«:#Lfco 3Mfffc-»Mtt 1 B 4 @#C 
ifc^J^maJ^J&S^U MS2 3±3'C, 8US5 5±1 0%, 1 2WfWIS 
W (8 : 0 0 Ml, 2 0 : 0 0M*T) Kl^SftfcfllttSrt-r l *r-Vhtz 9 l 
EflJE&U itl^; 6 ^JjgO&^tiCochet-Bonnet Mm%\mt (LUNEAU*fc»Q * 
ffl^t, ft3B^fcl, 2, 3, 4, 6£&£ftItftftttffi&ffi£L£. ftJK 
&mfo<r>z£ffiw&<0%\%* 1 0 0%tLifflU; o 
[0 0 6 3] 

4) tixm* 

2Mm*bim^fr%ftm&%mm<Dmm%fa*m&btitzo 31, 4»m&K 

[0 0 6 4] 

H»U 1 gfe&J 



ffiiE# 2003-3098396 



#M 2002-318881 A ^~ ^ '■ 24/ 



5 0 m g 



8 0 mg 



ry-fy 



1 7 mg 



3 mg 



1 0 mg 



[0 0 6 5] 

7 5 mg 

> —)V 7 5 m g 

*ry-fy 17 mg 

^fTr/l^^y^A 3 mg 
[0 0 6 6] 

3 mm 

V7U^f> 750mg 
^il'^y^f-^-t^O-^thi^A 5 0 0 mg 

YEltffiTk 100 mL 

vx±.<Dj&ft *i$&\z&iq mmm k mm t x mm ^itt^o 

[0 0 6 7] 

Wl>^^f> 50mg 

7 0 0 mg 



ffi8E# 2003-3098396 



!$m 2002-318881 



^-v: 25/ 



St* (pH 7) 



5 0 0 m g 



0. 5 g 



0.05 m g 



0 . 0 0 5 m g 



1 0 OmL 



mmmWk*8 0raL^8 OtttHSU t Kn*v>^;U-fe;un-*&Jn 

[0 0 6 8] 

[f&BJ<£>3«] 

[0 0 6 9] 

[Sequence Listing] 

<110> Senju Pharmaceutical Co. Ltd. 

<120> Novel Protein and its DNA 

<130> A medicine of the corneal disorder 

<160> 2 

<210> 1 

<211> 41 



{HiE# 2003-3098396 



#M 2002-318881 



^- v : 26/E 



<212> DNA 

<213> Artificial Sequence 

<400> TGGCCGTCTT CATTTTCTGC TCGCCGCTCA CTTTGACCAA G 41 
<210> 2 
<211> 42 
<212> DNA 

<213> Artificial Sequence 

<400> GTGGGCAAGA TGCGCGCTGT GAATGGGGTT GGCGCAGCTG TT 42 
[0 0 7 0] 

[mil vv*=3Lwmtmm?ov^hx?^>&mt<n&M*&'?W"? 



t±JIE# 2003-3098396 



mM. 2002-318881 



[mm*,] 
[mi] 



SSTR2 
R T 



SSTR4 
R T 




] *B3»^»' 



SSTR 



GAPDH 



R: Retina 

T: Trigeminal nerve 



SSTR2: 35 cycles 
SSTR4: 35 cycles 



[13 2] 
A 




B 




ffilE#2 0 0 3 



-3098396 




ffifE#2 003-3098396 



&m 2002-318881 A ^- v : 1/E 



mSE# 2003-3098396 



#M 2002-318881 A ^- v : 1/E 



<$f?iam<D^ mm 2002-318881 

50201653707 

mm* m^m 

mm-s 6890 

ffcSB ftl4^11^20B 
[HUB] ¥J£imoj§31B 



ttiSE# 2003-3098396 



#12 002-318881 
IB I A 1 HI I 

mmm^r [000199175] 

1. flf^B 1 9 9 0^ 8B22B 

[255£3llE&] ^riSJifS 

ft j?r ^E^^KHi^^:E¥S ; fflT2TS 5#8-^ 



